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Since 1860 when von Hebra gave the name erythema exudativum
multiforme to a particular group of cases which he differentiated from
the general group of erythemas, there have been numerous reports of
similar cases. Undoubtedly there have been many other cases either
undiagnosed or unreported. The disease is important primarily because
of the serious ocular complications which occasionally develop. It is also
frequently mistaken for other more severe, or contagious, conditions.
Extensive reviews of this disease, which is reported under a variety
ofnames such aseruptivefever, Stevens-Johnsonsyndrome, ectodermosis
pluriorificialis, and mucocutaneous fever, have been written in recent
years by Keil,'2 Lever,'3 Soll,"8 and Costello and Vandow.4 It is of in-
terest that in the English literature there have been at least 36 reports
since 1920,ofwhich 25 weremadeduringtheyears 1940-48. InNovem-
ber, 1948, Costello and Vandow reported 150 cases of erythema multi-
forme observed by them in the years 1936-48. Of these, 95 cases are
classified as being of the "Hebra" type and 6 cases of the "Stevens-
Johnson" type. This made a total of 234 cases reported in the last 28
years, suggesting either an increased interest in the disease or increased
frequency of recognition. The writer's casecan be added to this group.
It is not the purpose of this report to review in detail the nature of
erythema multiforme exudativum, but to report a casewhich was typical
clinically although it presented a problem in diagnosis and treatment
because of what appears to have been a false-positive serological test for
syphilis. Previous reports and reviews have commented upon the re-
semblance of certain cases of erythema multiforme to secondary
syphilis, but serologic tests have sufficed to differentiate the two. The
present case suggests thatfalse-positive tests for syphilis may be obtained
in the course of recurrent attacks of erythema multiforme exudativum.
In general, the disease is a febrile illness, abrupt in onset, with sys-
temic symptoms of varying degree, accompanied by lesions of the skin
and mucous membranes, especiallyoftheconjunctivae, mouth, genitalia,
and anus.4",2 Tracheobronchial involvement with pneumonitis is not
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uncommon.3'6 14, 10 The skin lesions may be papular, vesicular, or bul-
lous. In the commonest (andmildest) "erythemato-papular"type (Keil),
lesions are more numerous on the extremities, face, and neck than on
the trunk.4'12 Recovery is the rule, although deaths have been re-
ported,6' 12, 14 and severe ocular sequelae leading to blindness or enuclea-
tion have occasionally resulted.17 19 Recurrent attacks, as in the present
case, are common.12' 18 Treatment in general has been symptomatic, but
recently the use of sulfonamides and penicillin has been advocated as a
possible means of preventing the severe ocular complications.9 20 Other
reports deny the effectiveness of sulfonamides in alleviating symptoms
and recommend blood transfusions for severe cases.L'14
The etiology is unknown and extensive attempts to isolate a causa-
tive agent have been uniformlyunsuccessful.3' 5 18Various drugs, includ-
ing the sulfonamides, have been suspected as causes in certain cases;
however, those cases which can be directly attributed to some drug have
been given separate classification and are not included in the 234 cases
mentioned above. It must also be borne in mind that in a disease of
obscure etiology, such as this, which has a prodromal phase resembling
an upper respiratory infection, some cases will inevitably receive drugs
which later may be suspected of having caused the mucocutaneous
lesions which are in reality a part of the original illness.
Abstract of case
The patient, an unmarried Negro male, apparently suffered his first attack in
September 1945. He was then aged 18 years and had been inducted into the
Navy two months before, at which time he was entirely well. Blood serology was
negative on induction. On Sept. 22, 1945, he was admitted to a U. S. Naval Hos-
pital complaining of lacrimation and redness of the eyes of three days duration.
He admitted possible exposure to veneral disease nine weeks previously. On the
day of admission he also noted soreness of the mouth and gums. On Sept. 23 he
developed maculopapular lesions of the hands, feet, and back. Vesicular and
bullous lesions of various sizes were present on the lips and buccal mucous mem-
branes. By Sept. 26 the oral lesions were so severe he was unable to swallow
and there was constant drooling of blood-tinged saliva from the mouth. Many
vesicles and bullae had ruptured and formed a confluent pseudo-membrane. A
similar membrane was present on the conjunctivae of both eyes. The skin lesions
were pea-sized papules, some of which were vesicular. He had developed a
hacking cough. There was no lymphadenopathy or urethral discharge. Treatment
consisted of penicillin, sodium perborate mouth irrigations, vitamin B complex,
and calcium gluconate intravenously. By Oct. 15, 1945, he was entirely well.
Laboratory data: Blood Kahn negative on Sept. 26, 1945. Culture of skin
lesions yielded Corynebacterium xerosis. Blood counts were not remarkable.
On May 6, 1946, while still in the Navy, he was found to have gonococcal
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urethritis and was given penicillin, 40,000 units every 3 hours for 15 injections.
No serology was done at that time, but on July 19, 1946, he was separated from
the Navy, at which time a blood Kahn was negative.
He was first seen in the New Haven Hospital emergency room on Dec. 29,
1946, complaining of soreness of his mouth and burning of his eyes, of three
days duration. Examination revealed injection of the bulbar and palpebral con-
junctivae with apparent ulceration of the latter. On the buccal mucous mem-
branes were many lesions of various sizes, with hypertrophic bases and shallow
ulcerated centers covered with white mucoid exudate. The gums bled easily on
pressure. During the following five days he was treated in the Dental Clinic for
Vincent's infection, without improvement. By Jan. 1, 1947, the mouth lesions
TABLE 1
BLOOD SEROLOGICAL DATA
Titred Wassermann Remarks
Date Mazzini Kahn Kahn Aic. Chol.
7/25/45 Serology negative on in-
duction into Navy. Type
of test not specified.
9/26/45 Neg.*
7/19/46 Neg.*
1/4/47 Neg.
3/6/48 4+ 4+ Neg. 4+
3/11/48 4+ 4+ 80u. 4+ 4+ Conn. complement fixa-
tion positive.t
3/15/48 3+t 3+t Conn. complement fixa-
tion 2+,t Kline 2+.t
3/16/48 4+ 4+ 40u. 4+ 4+
3/22/48 4+ 4+ 20u. 2+ 4+
4/13/48 4+ Neg. Neg. Neg.
4/20/48 Neg. Neg. Neg. Neg.
5/18/48 Neg. Neg. Neg. Neg.
2/12/49 Neg. Neg. Neg. Neg.
* Tests performed by U. S. Naval Laboratories.
t Tests performed at Connecticut State Laboratory, Hartford. All others done at New
Haven Hospital Serology Laboratory.
were more extensive and now involved the lips, which were covered with muco-
purulent exudate. On the dorsa of both hands were a few flat, papular lesions,
3 mm. in diameter, without erythema or definite pustule formation. By Jan. 13,
1947, the lesions had all healed and the patient was asymptomatic.
The urine was negative, wBc 6,300, blood Mazzini negative. Cultures of the
eyes and mouth yielded Staphylococcus albus and diphtheroids.
His last attack began on February 26, 1948, with coryza, severe sore throat,
malaise, feverishness, and cough. These symptoms subsided somewhat by March
1, 1948, but the next day he noted burning of the eyes and lacrimation. On March
3 the eyelids were adherent with purulent discharge, and during that day the
mouth became sore and papulo-vesicular lesions appeared on the hands and feet.
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He was admitted to the New Haven Hospital on March 4, 1948. By this time
his body, except for the scalp and trunk, showed numerous lesions which were
discrete, gray-white papules with occasional central vesicle formation. The
buccal mucous membranes again showed the lesions described in the previous
attacks.
At this time the urine was negative. Blood counts were normal. NPN 30
mg. %. Sedimentation rate 13 mm. per hour. Lumbar puncture was negative.
Dark-field examination of material from the skin lesions was negative. Material
from the mouth showed spirochetes, but none resembling Treponema pallida.
Sheep cell agglutination was negative. Serological tests for syphilis were posi-
tive, as shown in Table 1.
Only symptomatic therapy was given and all lesions were entirely healed by
March 22, 1948, when the patient was discharged.
Discussion
Although the patient had had at least two similar attacks in the
past, the finding of a strongly positive blood serology on the last admis-
sion made us consider very seriously the possibility of syphilis. The
negative dark-field examinations encouraged us to withhold any treat-
ment until further data could be obtained.
Keil,'2 in discussing the differential diagnosis of the two diseases,
states that he has seen two cases of secondary syphilis that simulated
erythema multiforme and refers to a case reported by Lau in which re-
peated attacks of erythema multiforme exudativum were treated as
syphilis. Most of the confusion, however, occurred in the pre-Wasser-
mann era. Of the 234 cases reported in English since 1920, which have
been reviewed, 72 had negative serology. Of the remaining 162, one
gave a doubtfully positive reaction on the 9th day and negative on the
12th day of the disease.5 Another, a known luetic, gave a positive test.7
In 160 cases no mention of serological tests was made, but since each of
the authors was aware of the possibility of syphilis, it may reasonably be
assumed that these patients had negative serology. In none of the refer-
ences to this disease was there mention of the finding of a false positive
serology.
Is it justifiable, then, to consider the case under discussion as having
falselypositive serology? Syphilis is a commondisease of theNegro race.
Borman,2 in discussing the results of the Washington Serology Confer-
ence in 1941, states that (excepting cases of malaria and leprosy) "all
five* tests proved to be better than 99% specific for syphilis when per-
formed as they were in Washington . . ." These two facts, added to the
' The five tests: Mazzini flocculation, Connecticut complement fixation, Kolmer com-
plement fixation, Hinton, Standard-Kahn.
484ERYTHEMA MULTIFORME EXUDATIVUM 485
strongly positive serology and the admitted similarity of the lesions of
this patient to those of secondary syphilis, suggest that our patient
actually had syphilis.
Against this diagnosis are the following facts: (1) the history of at
least two similar episodes in the past during both of which his serology
had been negative; (2) the negative dark-field examinations of mouth
and skin lesions; (3) the rapid reversion of the serology to negative
without therapy of any kind. Therefore, to interpret our laboratory data
as indicating a biologic false positive serology would seem to be in
accord with Moore's statement, "A continuously falling titre in the ab-
sence of syphilis suggests a biologic false reaction due to some inter-
current condition other than syphilitic infection."-15 The data in Table 1
suggest that the patient's serology was more strongly positive on March
11, 1948, than on March 6, 1948. If this were true, then from the day
of maximal titre (March 11, 1948) to the day of complete reversal to
negative (April 20, 1948) the time elapsed was only six weeks-an
unusually short time for complete reversal of serology in a case of
syphilis unless-specific therapy is given.
Summary
A case of erythema multiforme exudativum in a young Negro is
reported in which serologic tests for syphilis were strongly positive on
admission, but became entirely negative within a few weeks, without
anti-luetic therapy. This was apparently the third attack suffered by the
patient, the serology having been negative during both previous attacks.
A review of 234 cases reported since 1920 in the literature, in Eng-
lish, failed to reveal similarserological findings.
The possibility of this having been a false positive reaction is dis-
cussed.
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